Huntington's disease (HD) is a well known cause of chorea, characterized by a triad of choreoathetosis, dementia and dominant inheritance.[@b1-jmd-4-2-75-6] The typical age of onset for adult-onset HD is between the ages of 30 and 50,[@b2-jmd-4-2-75-6] but the disorder can manifest at any time between infancy and senescence. The cause of HD is expansion of CAG trinucleotide repeats, 35 or greater, in the coding region of the Huntington gene on chromosome 4. CAG repeat expansion in the HD gene is significantly correlated with the age at onset, age of death and onset of other clinical features.[@b3-jmd-4-2-75-6] Alleles with intermediate CAG repeats, 27 to 35, are considered to cause late-onset HD (≥ 60 years).[@b4-jmd-4-2-75-6] Late-onset HD demonstrated several clinical features such as predominantly motor disturbance at onset with relatively mild disability, frequent lack of family history, favorable outlook for both independent living and for life expectancy.[@b5-jmd-4-2-75-6],[@b6-jmd-4-2-75-6] We report a case of late-onset HD with oromandibular dyskinesia (OMD) as an initial manifestation.

Case
====

An 80-year-old female visited our clinic due to involuntary movement on her oromandibular area and both extremities. She was diagnosed with hypertension and chronic small vessel disease about 10 years before and treated with clopidogrel 75 mg and amlodipine besylate 5 mg daily. Other family members including parents, siblings, 2 sons and 3 daughters were healthy and do not have any history of movement disorder. About 2 years before, she first experienced abnormal movement and discomfort on her oromandibular area. She ignored those symptoms as she had removed dental prosthesis 1 month before. However, those symptoms aggravated progressively. About 1 year later, abnormal involuntary movement that characterized by continuous restlessness was started on both extremities and frequent falling to forward was noted when she was walking. The restless movements worsened with stress and emotion, and were progressive, resulting in speech problems and gait disturbance. Caregivers also complained about memory decline and insomnia. On examination, she showed dysarthria and continuous OMD with generalized choreitic restlessness on her both extremities. Choreitic movement was spread to the trunk and affected sitting or standing posture. When she was ordered to maintain a sustained posture or to close her eyes, she could not maintain even longer than several seconds, which presenting motor impersistence. Cognitive function was also impaired, so it was very difficult to concentrate on or conduct doctor's request. She scored 21 points on the Korean version of Mini-Mental State Examination. On detailed neuropsychological study (Seoul Neuropsychological Screening Battery), her cognitive function was impaired especially in comprehension, calculation, praxis, language and visuospatial memory and frontal lobe function. On laboratory evaluation including complete blood cell counts, routine chemistry, thyroid function, coagulation profile, tumor markers, peripheral blood smear, serum ceruloplasimin and 24 hour urine cupper were within normal range. Anti-nuclear antibody (ANA) was weak positive, but ANA titer has no clinical significance. Other auto immune studies were also normal. Brain magnetic resonance imaging (MRI) shows no specific findings except diffuse brain atrophy ([Figure 1](#f1-jmd-4-2-75-6){ref-type="fig"}). Positron emission tomography using \[^18^F\]-fluoro-deoxyglucose shows severe hypometabolism in both basal ganglia ([Figure 2](#f2-jmd-4-2-75-6){ref-type="fig"}). Genetic testing for HD revealed 40 CAG repeats on one huntington allele and 12 repeats on the other.

Discussion
==========

Here we report a patient with late-onset HD who presented OMD as an initial symptom. The typical age of onset for adult-onset HD is between the ages of 30 and 50,[@b2-jmd-4-2-75-6] but the disorder can manifest at any time between infancy and senescence. The age of symptom onset is associated with CAG repeats length.[@b3-jmd-4-2-75-6] There is negative correlation between the age of onset and the repeat length. In late-onset HD, the expansion size of CAG repeats is relatively low. In previous study, which reviewed thirty- four patients with late-onset HD (onset range 60--79 years), CAG trinucleotide expansion size ranged from 38--44 repeats. Another study noted that in persons beyond the age of 60, the effect of the CAG repeat length on age of onset seemed to diminish. [@b8-jmd-4-2-75-6] According to the study about the prevalence of late-onset HD, the expanded CAG repeat sequence was found with a narrow range of 36--38 repeats.[@b6-jmd-4-2-75-6] It is also known that in lower CAG repeat reduced penetrance is present.[@b7-jmd-4-2-75-6] Most of the patient were the first in their family to have a diagnosis of HD and, this case was also the first in her family.[@b5-jmd-4-2-75-6] It is considered that the lack of family history of HD is related to the small CAG repeat size occurring in other family members.[@b9-jmd-4-2-75-6],[@b10-jmd-4-2-75-6]

Early signs of adult-onset HD are general restlessness, hygienic neglect, sleep disturbances, behavioral changes, anxiety, and depression.[@b1-jmd-4-2-75-6] Motor signs follow and include involuntary movement that can be suppressed by the patient but not for long.[@b1-jmd-4-2-75-6] In patients with late-onset HD, however, motor symptoms are most common first signs and presented with mild form.[@b5-jmd-4-2-75-6] A study of late-onset HD also reported predominantly motor disturbance at onset with relatively mild disability and a favorable outlook for both independent living and for life expectancy. [@b6-jmd-4-2-75-6] Among the initial motor symptoms, there are typical facial movements with the characteristic raising of the eyebrows and the special facial expression of an astonished look.[@b1-jmd-4-2-75-6] In this case, however, initial manifestation was OMD and progressed slowly to generalized chorea.

OMD is abnormal, involuntary, aimless, repetitive movements affecting the tongue, lips, and jaw. It is often results from exposure to an offensive medication or certain orodental conditions. Misdiagnosis as a temporomandibular joint disorder or a psychogenic disease is not infrequent. The issue of the occurrence of 'spontaneous' (or unmedicated) OMD in normal aging remains blurred, since complete drug history and other dyskinesigenic conditions (e.g., orodental and cognitive status) are often incompletely documented.[@b14-jmd-4-2-75-6] Other neurological disorders associated with OMD include chronic hepatic encephalopathy, infectious or paraneoplastic encephalitis, and subcortical infarcts. Rarely, OMD occurs in a variety of brain conditions, such as mental retardation, Rett syndrome, and neurodegenerative conditions like HD. So, it is not easy to diagnose HD when old patients present OMD as initial symptom. Typical finding in HD that contributes to overactivity is motor impersistence, the inability to maintain a voluntary muscle contraction at a constant level.[@b11-jmd-4-2-75-6] Motor impersistence is independent of chorea and is linearly progressive, making it a possible surrogate marker of disease severity.[@b12-jmd-4-2-75-6] It is a classic physical sign in HD that differentiates HD from other disorders, such as tardive dyskinesia.[@b13-jmd-4-2-75-6] In this case, motor impersistence on tongue protrusion and on eye closing was noticed. So it is considerable to suspect late-onset HD when old patient presenting OMD and motor impersistence, even without other cognitive or psychiatric symptoms.

We describe late onset HD patient with a 40 CAG repeats in the huntingtin gene and OMD as an initial manifestation. This case illustrates the difficulties in diagnosis of elderly patients with OMD. We suggest that HD should be considered in OMD patient with motor impersistence irrespective of the family history.
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![MRI of the patient. Brain MRI showed atrophic changes in the basal ganglia and cerebral cortex. Diffuse peri-ventricular white matter changes were also noted. MRI: magnetic resonance image.](jmd-4-2-75-6f1){#f1-jmd-4-2-75-6}

![\[18F\]-fluoro-deoxyglucose PET of the patients. Brain \[18F\]-fluoro-deoxyglucose PET showed severe hypometabolism in both basal ganglia. PET: positron emission tomography.](jmd-4-2-75-6f2){#f2-jmd-4-2-75-6}
